IN THE CLAIMS 
1 (currently amended). A compound of the formula: 




Ri 

wherein 

Z is -C(Ri8)(Ri9)- wherein Ris and R19 are hydrogen; 
n is 0; 

R is -(CH2)m-W wherein m is 0 and W is -C(0)2-G wherein G is hydrogen; 

Ri and R2 are independently selected from the group consisting of loweralkyi, 
alkenyl, alkynyl, alkoxyalkyi, alkoxycarbonylalkyi, hydroxyalkyi, haloalkyi, 
haloalkoxyalkyi, alkoxyalkoxyalkyi, thioalkoxyalkoxyalkyi, cycloalkyi, cycloalkylalkyi, 
aminocarbonylalkyi, alkylaminocarbonylalkyi, dialkylaminocarbonylalkyi, 
aminocarbonylalkenyl, alkylaminocarbonylalkenyl, dialkylaminocarbonylalkenyl, 
hydroxyalkenyl, aryl, arylalkyi, aryloxyalkyi, arylalkoxyalkyi, (N-alkanoyl-N- 
alkyl)aminoalkyl, alkylsulfonylamidoalkyi, heterocyclic, (heterocyclic)alkyl and 
(Raa)(Rbb)N-Rcc- wherein Rga is aryl or arylalkyi, Rbb is hydrogen or alkanoyi and Rcc is 
alkylene; and 

R3 is R4-C(0)-R5- wherein R5 is alkylene and R4 is selected from the group 
consisting of 

(i) (Rii)(Ri2)N- wherein Rn is hydrogen and R12 is s e l e cted from tho group 

cons i st i ng of ary l a l ky i , and diarylalkyi 

and 

(ii) (Riia)(Ri2a)N-N(H)- wherein Rua and Ri2a are independently 

selected from the group consisting of aryl and alkyi; 

or a pharmaceutically acceptable salt thereof. 
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21 (currently amended). The A compound accord i ng to c l a i m 1 of the formula: 



R is -(CH9 )m -W wherein m is 0 and W is -C(0)2-G wherein G is hydrogen: 

Ri ^ and R2 are independently selected from the group consisting of loweralkvK 
alkenyL alkynyL alkoxvalkyl. alkoxycarbonvlalkyl, hvdroxvalkvL haloalkyl. 
haloalkoxyalkyl. alkoxvalkoxvalkyi, thioalkoxyalkoxyalkyL cycloalkyL cvcloalkvlalkvl. 
aminocarbonylalkyl. alkylaminocarbonylalkyL dialkylaminocarbonylalkyl. 
aminocarbonylalkenvL alkylaminocarbonylalkenyL dialkylaminocarbonylalkenyl. 
hydroxvalkenyl, aryl, arylalkyK arvloxyalkvl. arylalkoxyalkyl, (N-alkanovl-N- 
alkyDaminoalkyl, alkylsulfonylamidoalkyl, heterocyclic, (heterocvclic)alkyl and 
(Raa)(Rhh>)N-Rrr- whoroln R^ is an/I or arylalkyl. R hh is hydrogen or alkanoyi and R nn is 
alkylene: and 

Rg is R4-C(0)-R y wherein R^ is alkylene and R^ is selected from the croup 
consisting of 

(i) (Rii)(Ri 9)N- wherein R -m is hydrogen and R 1 9 is dian/lalkyi 
and 

(ii) (Rii;.)(Ri9g)N-N(H)- wherein R iia and Ri2a are independently 



or a pharmaceutically acceptable salt thereof . 

157 (currently amended). The compound according to claim 1 wherein Ri is 
aryl substituted with one substituent selected from the group consisting of methoxy, 
methoxyethoxy, and isopropoxyethoxy; R2 is 1,3-benzodiox-5-yl; R5 is methylene; and 




wherein 



Z is -C(R ir )(R iq )- wherein R ig and R iq are hydrogen: 



n is 0: 



selected from the group consisting of an/I and alkyi: 
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Ri2 is s ele ct e d from th e group cons i st i ng of ary l a l ky i and diarylalkyi wherein each aryl 
group of the diarylalkyi is substituted with methyl or ethyl. 

158 (currently amended). The compound according to claim 1 wherein Ri is 
phenyl substituted with one substituent selected from the group consisting of methoxy, 
methoxyethoxy, and isopropoxyethoxy; R2 is 1 ,3-benzodiox-5-yl: R5 is methylene; and 
R12 is sel e ct e d from tho group cons i st i ng of phonyla l ky i and diphenylalkyi wherein 
each phenyl group of the diphenylalkyi is substituted with methyl or ethyl. 

159 (currently amended). The compound according to claim 21 wherein Ri is 
aryl substituted with one substituent selected from the group consisting of methoxy, 
methoxyethoxy, and isopropoxyethoxy; R2 is 1,3-benzodiox-5-yl; R5 is methylene; and 
R12 is s el ect e d from tho group consist i ng of ary l a l ky i and diarylalkyi wherein each aryl 
group of the diarylalkyi is substituted with methyl or ethyl. 

160 (currently amended). The compound according to claim 21 wherein Ri is 
phenyl substituted with one substituent selected from the group consisting of methoxy, 
methoxyethoxy, and isopropoxyethoxy; R2 is 1,3-benzodiox-5-yl; R5 is methylene; and 
R12 is s e l e cted from tho group consisting of phony l a l kyi and diphenylalkyi wherein 
each phenyl group of the diphenylalkyi is substituted with methyl or ethyl. 

161 (previously presented). A compound selected from the group consisting of 
trans, trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N-((bis-o- 

tolyl)methyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 

trans, trans-2-(4-(2-methoxyethoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N-(2,2- 
dimethyl-1-phenylpropyl)-1-aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 

trans, trans-2-(4-(2-methoxyethoxy)phenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N-((bis- 
o-tolyl)methyl)amino)carbonylmethyl)pyrrolidine-3-carboxylic acid, 

trans, trans-2-(4-(2-isopropoxyethoxy)phenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-(2,2- 
dimethyl-1 -phenylpropyl)-1 -amino)carbonylmethyl)pyrrolidine-3-carboxylic acid, 

trans, trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N-(3,3-dimethyl-1 - 
phenylbutyl)-1-amino)carbonylmethyl)pyrrolidine-3-carboxylic acid. 
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trans, trans-2-(4-(2-isopropoxyethoxy)phenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-((1- 
o-toulyl)-1-(o-ethylphenyl)methyl)amino)carbonylmethyl)pyrrolidine-3-carboxylic acid, 

trans, trans-2-(4-(2-(2-propoxy)ethoxy)phenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N- 
phenyl-N-t-butylhydrazinocarbonylmethyl)pyrrolidine-3-carboxylic acid, and 

trans, trans-2-(4-(2-methoxyethoxy)phenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N- 
phenyl-N-t-butylhydrazinocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceutically acceptable salt thereof. 

162 (new). A pharmaceutical composition for antagonizing endothelin 
comprising a therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4- 
(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic 
acid, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



163 (new). A pharmaceutical composition for treating cancer comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

164 (new). A pharmaceutical composition for treating prostate cancer 
comprising a therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4- 
(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic 
acid, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



1 65 (new). A pharmaceutical composition for treating nociception comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

1 66 (new). A pharmaceutical composition for treating bone pain associated 
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with bone cancer comprising a therapeutically effective amount of trans,trans-2-(4- 
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, and a 
pharmaceutically acceptable carrier. 

167 (new). A method for antagonizing endothelin comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of trans,trans-2- 
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof. 

1 68 (new). A method for treating cancer comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of trans,trans-2- 
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof. 

1 69 (new). A method for treating prostate cancer comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of trans,trans-2- 
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof. 

1 70 (new). A method for treating nociception comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of trans,trans-2- 
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof. 

171 (new). A method for treating bone pain associated with bone cancer 
comprising administering to a mammal in need of such treatment a therapeutically 
effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1-(N,N- 
di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a pharmaceutically 
acceptable salt thereof. 
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172 (new). A method for antagonizing endothelin comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof. 

173 (new). A method for treating cancer comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof. 

174 (new). A method for treating prostate cancer comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof. 

175 (new). A method for treating nociception comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of trans,trans-2-(4-methoxyphenyl)-4-(1,3-benzodioxol- 
5-yl)-1-(N,N-di(n-butyl)amjnocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof. 

176 (new). A method for treating bone pain associated with bone cancer 
comprising administering to a mammal in need of such treatment a pharmaceutical 
composition comprising a therapeutically effective amount of trans,trans-2-(4- 
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof. 
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177 (new). A pharmaceutical composition for antagonizing endothelin 
comprising a therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4- 
(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic 
acid, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



178 (new). A pharmaceutical composition for treating cancer comprising a 
therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1 ,3- 
benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



1 79 (new). A pharmaceutical composition for treating prostate cancer 
comprising a therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4- 
(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic 
acid, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



180 (new). A pharmaceutical composition for treating nociception comprising a 
therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1,3- 
benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 



181 (new). A pharmaceutical composition for treating bone pain associated 
with bone cancer comprising a therapeutically effective amount of (2R,3R,4S)-(+)-2-(4- 
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1"(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, and a 
pharmaceutically acceptable carrier. 

182 (new). A method for antagonizing endothelin comprising administering to a 
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mammal in need of such treatment a therapeutically effective amount of (2R,3R,4S)- 
(+)-2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n- 
butyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid, or a pharmaceutically 
acceptable salt thereof. 

1 83 (new). A method for treating cancer comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of (2R,3R,4S)- 
(+)-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -(N,N-di(n- 
butyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid, or a pharmaceutically 
acceptable salt thereof. 

184 (new). A method for treating prostate cancer comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of (2R,3R,4S)- 
(+)-2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n- 
butyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid, or a pharmaceutically 
acceptable salt thereof. 



185 (new). A method for treating nociception comprising administering to a 
mammal in need of such treatment a therapeutically effective amount of (2R,3R,4S)- 
(+)-2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n- 
butyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid, or a pharmaceutically 
acceptable salt thereof. 



186 (new). A method for treating bone pain associated with bone cancer 
comprising administering to a mammal in need of such treatment a therapeutically 
effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1- 
(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, or a 
pharmaceutically acceptable salt thereof. 



187 (new). A method for antagonizing endothelin comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
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therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1 ,3- 
benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carb^^^ acid, 
or a pharmaceuticaliy acceptable salt thereof. 

1 88 (new). A method for treating cancer comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1 ,3- 
benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceuticaliy acceptable salt thereof. 

189 (new). A method for treating prostate cancer comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of (2R,3R,4S)-(+)-2-(4-methoxyphenyl)-4-(1 ,3- 
benzodioxol-5-yl)-1"(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceuticaliy acceptable salt thereof. 

190 (new). A method for treating nociception comprising administering to a 
mammal in need of such treatment a pharmaceutical composition comprising a 
therapeutically effective amount of (2R,3R.4S)-(+)-2-(4-methoxyphenyl)-4-(1,3- 
benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid, 
or a pharmaceuticaliy acceptable salt thereof. 

191 (new). A method for treating bone pain associated with bone cancer 
comprising administering to a mammal in need of such treatment a pharmaceutical 
composition comprising a therapeutically effective amount of (2R,3R,4S)-(+)-2-(4- 
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-butyl)aminocarbonylmethyl)- 
pyrrolidine-3-carboxylic acid, or a pharmaceuticaliy acceptable salt thereof. 
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